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DETAILED ACTION 

Claims included in the prosecution are 1-15. 

Claim Rejections - 35 USC §112 

1. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

2. Claims 28-32, 58-61 and 74-88 are rejected under 35 U.S.C. 1 1 2, first 
paragraph, because the specification, while being enabling for the in vitro effectiveness 
of phosphatidylglycerol in inhibiting the secretion of TNF alpha from the macrophages, 
does not reasonably provide enablement for phosphate containing groups or phosphate 
glycerol groups or groups convertible to such groups and the prevention or treatment of 
acute inflammatory disorder. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and use 
the invention commensurate in scope with these claims. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirement of 35 U.S.C. 112, first paragraph, have been described in In re 
Wands, 8 USPQ2d, 1400 (Fed. Cir. 1988). Among these factors are: (1) the nature of the 
invention; 2) the state of the prior art; 3) the relative skill of those in the art; 4) the 
predictability or unpredictability of the art; 5) the breadth of the claims; 6) the amount of 
direction or guidance presented; 7) the presence or absence of working examples; and 
8) the quantity of experimentation necessary. When the above factors are weighed, it is 
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the examiner's position that one skilled in the art could not practice the invention without 
undue experimentation. 

1) The nature of the invention: the invention is concerned with treating an acute 
inflammatory comprising the administration to a mammalian subject an effective amount 
of bodies comprising an effective number of phosphate-glycerol groups or phosphate 
containing groups or groups convertible to such groups. 

2) The state of the prior art: the state of the prior art is very high in terms of formulating 
the liposomal sustained release compositions and treating various disease states using 
drugs which are encapsulated within the liposomes. However, phospholipids as such 
which occur naturally within mammalian bodies are not known as effective in the 
treatment of any disease except that some phospholipids such as lecithin are known for 
the removal of cholesterol from the blood. Even lecithin is not known for their routine 
use as an anti-cholesterol drug. 

3) The relative skill of those in the art: the skill of one of ordinary skill in the art is very 
high (Ph.D level technology). 

4) The predictability or unpredictability in the art: There is no evidence in literature of the 
phosphate containing groups (nucleosides for example) or phosphate-glycerol 
containing groups or groups convertible to these groups are able to treat inflammatory 
disorders 

5) The breadth of the claims: instant claims are very broad in terms of bodies containing 
phosphate-glycerol groups and phosphate containing groups and groups convertible to 
such groups. 
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6) The amount of direction of guidance provided: instant specification provides no 
guidance to the treatment of a patient suffering from claimed diseases, some of which 
are hereditary diseases using the phosphate-glycerol groups. Just because there is an 
inappropriate cytokine expression in the claimed diseases and phosphatidylglycerol has 
some effect on the cytokines, one cannot predict the effectiveness of the compound in 
the treatment of disease itself. It is understandable if the cytokine expression is the 
causative factor for the disease and applicant has not established that the cytokine 
expression is responsible for expression of various disease states. The specification 
contains some in vitro studies on cytokines and nothing else. In contains no data as to 
how the claimed bodies containing phosphate-glycerol groups are effective in the 
treatment of various diseases. 

7) The presence or absence of working examples: the only working examples provided 
are not even connected with the diseases claimed in instant claims. In the working 
example, Applicant shows the effectiveness of phosphatidylglycerol on the inhibition of 
the secretion of TNF alpha into the surrounding medium from the macrophages and 
nothing else. Furthermore, instant claims are drawn to both prevention and treatment of 
the acute inflammatory disorder and applicant has not presented any data to show that 
the condition can be prevented by the administration of claimed bodies. 

8) The quantity of experimentation necessary: It would require undue experimentation to 
determine the effectiveness of phosphatidylglycerol in the treatment of various diseases 
claimed. 

3. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

4. Claims 1 -1 5 are rejected under 35 U.S.C. 1 1 2, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

It is unclear as to what applicant conveys by the terms such as 'bodies', 'phosphate 
containing groups', 'phosphate-glycerol groups and 'groups convertible to such groups' 
in claim 1 . Taking phosphatidylglycerol for example, it has fatty acid chains on C1 and 
C2 of the glycerol moiety and they have the ability to form liposomes. 

"entities other than phosphate-containing surface groups' in claim 7 is not a 
positive recitation and therefore, renders claim 7 indefinite. 

Claim Rejections - 35 USC § 102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

6. Claims 1-10 and 15 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Onyuksel (US 2002/01 15609). 

Onyuksel discloses a method of treatment of inflammation (arthritis) using 
micellar compositions containing phosphatidylglycerol (0036, 0052, 0053, 0071, 0075, 
0082, 0147 and claims). Instant claims are drawn to a treatment of acute inflammatory 
condition. Since prior art teaches inflammatory conditions; instant claimed down 
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regulation of one anti-inflammatory cytokine and up regulation of one pro-inflammatory 
cytokine are inherent function of the phosphatidylglycerol. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in 
public use or on sale in this country, more than one year prior to the date of application for patent in 
the United States. 

7. Claims 1-10 and 15 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Jorgensen (US 2002/0001614) of record. 

Jorgensen discloses liposomal compositions containing phospholipids for the 
treatment of inflammatory conditions (abstract, 0056, 0066, 0080, 0017-0129). Since 
prior art teaches inflammatory conditions; instant claimed down regulation of one anti- 
inflammatory cytokine and up regulation of one pro-inflammatory cytokine are inherent 
function of the phosphatidylglycerol. The reference meets the requirements of instant 
claims. 



Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. Claims 1-15 are rejected under 35 U.S.C. 103(a) as being unpatentable over 



Berger Am J Respir Crit Care Med (1999). 
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Berger teaches that dioleylphosphatidylglycerol modulates the inflammatory 
reaction and it down regulates the expression of sPLA2-ll through the inhibition of TNF- 
alpha secretion (column 2, page 613). Berger uses liposomes containing either DPPG 
alone or in combination with DPPC (col. 1 , page 614, Figure 5). Therefore, it would 
have been obvious to one of ordinary skill in the art to administer liposomes containing 
phosphatidylglycerol to treat acute inflammatory conditions based on the suggestion of 
Berger with a reasonable expectation of success. Although Berger does not specifically 
teach the sizes of the liposomes, instant claims recite a broad range of 20 nm to 500 
micrometers. Since Berger teaches sonication followed by filtration through 0.45 
micrometer filters, it would have been obvious to one of ordinary skill in the art that the 
diameters will be less than 0.45 microns. 

1 0. Claims 11-15 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Onyuksel or Jorgensen cited above. 

The teachings of Onyuksel and Jorgensen have been discussed above. Although 
the references teach 'inflammation' in general, they do not teach the claimed specific 
inflammatory conditions. However, since the compositions of Onyuksel and Jorgensen 
are for the treatment of inflammation, it would have been obvious to one of ordinary skill 
in the art that the composition can be used to treat any inflammatory condition with a 
reasonable expectation of success. 

The references of Fogelman, Wendel and Lefer which teach the use of 
phospholipids for treating inflammation are cited as interest. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GOLLAMUDI S. KISHORE whose telephone number is 
(571)272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Krass Frederick can be reached on (571) 272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Gollamudi S Kishore/ 

Primary Examiner, Art Unit 1612 

GSK 



